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(54) AGENT FOR PREVENTION AND TREATMENT OF RETINOPATHY 

(57)Abstract: 

PURPOSE: To obtain an agent for the prevention and 
treatment of retinopathy, containing a specific ascorbic 
acid derivative as an active component and exhibiting 
excellent antioxidation action and suppressing action on 
light-induced retinopathy. 

CONSTITUTION: The agent for the treatment of 

retinopathy contains a compound of formula (n is integer H9'r- 

of 8-20) (especially preferably 2-O-octadecylascorbic ^Mr ^ 

acid, etc.) as an active component. The agent is 

effective for retinopathy caused by systemic diseases 

such as diabetes, hypertension, anemia, leukemia. %iOW^^h: 

systemic lupus erythematodes, pachyderma, Tay-Sachs 

disease and Vogt-Spielmeyer disease and also for local 

retinal diseases such as retinopathy of prematurity, 

occlusion of retinal vein, occlusion of retinal artery, 

periphlebitis retinae, ablation of retina and senile 

disciform macular degeneration. The agent is 

administered in the form of an agent for peroral 

administration (especially preferably tablet), eye drop, 

eye ointment, etc. 



LEGAL STATUS 

[Date of request for examination] 

[Date of sending the examiner's decision of 

rejection] 



httn-/ /www1 9.indl. nrJni Pm in/PAl /result/detail/main/wAAANia4eeDA406287 1 39P... 2005/09/28 



Searching PAJ 



[Kind of final disposal of application other than 
the examiner's decision of rejection or 
application converted registration] 
[Date of final disposal for application] 
[Patent number] 
[Date of registration] 

[Number of appeal against examiner s decision 
of rejection] 

[Date of requesting appeal against examiner's 
decision of rejection] 
[Date of extinction of right] 

Copyright (C); 1998.2003 Japan Patent Office 



,://www19Jpdl.ncipi,gojp/PA1/result/detail/main/wAAANja4ggDA406287139P»^ 2005/09/28 



JP,06-287139^ [DETAILED DESCRIPTION] 



1/13 ^—iy 



* NOTICES ♦ 

JPO and NCI PI are not responsible for any 
damages caused by the use of this translation. 

1 This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Industrial Application] This invention relates to prevention and the therapy agent of a retina 

disease. 

[0002] 

[Description of the Prior Art] There are various things in a retina disease with the cause of a 
disease and an onset format. As an example of these retina diseases, for example Diabetes 
mellitus, hypertension, arteriosclerosis. Connective tissue disorders; such as anemia, leukemia, 
systemic lupus erythematosus, and a scleroderma. And inborn errors of metabolism, such as a 
tee-Sachs (Tay-Sacks) disease and a FOKUTO-SHUPIRU Mayer (Vogt-Spielmeyer) disease, 
etc.. In the failure of the vasa sanguinea retinae resulting from a whole body disease, 
inflammatory and a denaturation lesion, and a row Diseases of a retina part, such as a 
denaturation disease of the retina accompanying aging, such as inflammation of the retina 
originating in the failure, the amotio retinae, and the trauma of vasa sanguinea retinae, such as 
retinopathy of prematurity, occlusion of retinal vein, retinal artery obstruction, and periphlebitis 
retinae, and denaturation and gerontomorphic disc-like macular degeneration, and a native retina 
denaturation disease, are mentioned. 

[0003] Explanation is added to below about a typical thing in these retina diseases. First, the 
diabetic retinopathy is regarded in the retina disease resulting from a whole body disease as one 
of the diabetics microangiopathy which are diabetic critical complication. In eariy stages, a 
capillary aneurysma, petechial hemorrhage, the cotton-wool patches by microvessel lock out. a 
retina edema, hard white exudate by blood-vessel-permeability sthenia, etc. are accepted soon, 
when a symptom progresses, the fecundity change accompanied by the vascularization is shown, 
amotio retinae occurs in the last stage by towage of the connective tissue increased in the 
vitreous body, and the iris rubeosis and neovascular glaucoma are further resulted in lifting loss 
of eyesight. 

[0004] In a hypertension patient s retina, the edema of ****-i2ing of an arteriole, bleeding, 
exudation spots, a retina, and the optic disk etc. is accepted as a hypertensive change, and 
of hardening of an arteriole, an arteriovenous crossing phenomenon, and an artery, a caliber 
variation, etc. are accepted as hardenability change. 

[0005] As a retina lesion in leukemia, infiltration to a remarkable expansion and the vein 
perimeter of a retinal vein, and the various magnitude centering on near the posterior pole 
section and formal bleeding are accepted, and, otherwise, tubercular facula, the cotton-wool 
patches by thin smallness vascular occlusion, and a retina edema are seen. 
[0006] Although systemic lupus erythematosus is one of the autoimmune diseases to which a 
lesion appears in the whole body, such as a rash and acute nephritis, in a retina, the cotton-wool 
patches near a posterior pole and disseminated retiani hemorrhage may be seen, and the 
inflammation of the optic nerve fiber papilledema or a periphery blood vessel may be accepted in 
others. 

[0007] In inborn errors of metabolism, such as a tee-Sachs (Tay-Sacks) disease and a 
FOKUTO-SHUPIRU Mayer (Vogt-Spielmeyer) disease, an eye symptom may be shown with the 
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constitutional symptom, and as a symptom of a retina, a cherry red Mr. red spot (cherry red 
spot) and a coloring matter nature lesion are typical, and, otherwise, may Join atrophia nervi 
optici. 

[0008] Next, occlusion of retinal vein has lock out of the vena centralis retinae, and lock out of 
retinal vein branching by the lock out part in the disease of a retina part In main venous 
occlusion, the optic disk is congested, an edema is caused and an ecchymosis is often seen in a 
mammary-papilla side. A retina presents the shape of an edema and cotton-wool patches appear 
soon. In branch occlusion, bleeding of a radial is seen to a distribution field and a retina edema 
and cotton-wool patches appear. 

[0009] Retinal artery obstruction also has lock out of an central artery of retina, and lock out of 
retinal artery branching. If lock out of an artery takes place, a retina will become muddy slightly 
soon and retina turbidity of opalescence and edema nature will be seen in several hours. In 20 - 
30 minutes after lock out. it becomes irreversible, and the above-mentioned turbidity disappears 
in several weeks, and a retina inner layer is replaced in a transparent gloea organization. In 
addition, the symptoms of the condition pulse obstruction of these retinas may be shown based 
on the hypertension and arteriosclerosis as a whole body disease. 

[0010] Periphlebitis retinae are the inflammatory diseases which happen to a retinal vein 
peripheral branch, and accept the views on expansion of a vein, crookedness, aperture agitation, 
the perimeter exudation spots of a blood vessel, bleeding, the vascularization, etc. 
[001 1] Retinopathy of prematurity is a disease which the irreversible lock out accompanied by 
endothelial cell growth takes place, and causes the vascularization and amotio retinae to 
9ie%d|e3|c%:|e9Mc soon as a rosult of holding the baby who gave birth as a premature baby into a 
complete rebreathing system incubator and being exposed to high-concentration oxygen. 
[0012] Amotio retinae is a disease which a feeling retina and a retinal pigment epithelium 
separate. There are rehgmatogenous retinal detachment which considers lyrifissure of a retina as 
a cause, and secondary amotio retinae which happens as its result during progress of other 
diseases in this. If such amotio retinae is not early treated by surgical operations, such as 
photocoagulation, it will cause the denaturation of a retina and will lose eyesight. 
[0013] In senile disc-like in the yellow spot section, there is vascularization to 

the bottom of a retinal pigment epithelium over the BURUFU (Bruch) film from a choroid, it 
increases and neovascularity trespasses also upon under a retina. Retinal-pigment-epithelium 
exfoliation and disc-like exfoliation of an yellow spot section retina are caused by serosity 
exsorption from these blood vessels. Repeating bleeding focusing on the focus containing 
neovascularity, the focus cicatrizes gradually. 

[0014] A childhood term is attacked with congenital degeneratio pigmentpsa retinae, it is aware 
of hemeralopia. and tunnel vision and a low vision advance gradually, the description of 
eyegrounds change — coloring matter venereal disease queerness, the yellow atrophy of the 
optic disk, and the vasa sanguinea retinae — things — an artery — **** — it is-izing. 
[001 5] As a cure to many diseases of the retina mentioned above, things for which the causal 
treatment in the whole body is applied first, such as administration of a blood sugar depressant, 
can be considered to a hypotensor and diabetes mellitus with the retina disease resulting from a 
whole body disease to hypertension, for example. However, the lesion in a retina does not 
necessarily carry out remission only by it. Furthermore, with an autoimmune disease or a 
congenital metabolic error disease, a causal treatment is sometimes very difficult or impossible. 
Then, although the therapy for the lesion of a retina part is also needed, pharmacotherapy, such 
as vasodepressor, and a blood vessel wall reinforcement or a thrombolytic agent, is applied in 
that case to the vascular lesion of the retina in diabetes mellitus, hypertension, or occlusion of 
retinal vein and retinal artery obstruction. However, it is symptomatic therapy-like [ such 
pharmacotherapy ], and is not decisive, and the present condition is often depending on the 
surgical operation. 
[0016] 

[Problem(s) to be Solved by the Invention] Thus, the present condition is that there is no still 
decisive thing in prevention and the therapy agent of each above-mentioned retina disease. 
Then, in view of such the present condition, this invention person etc. repeated research 
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wholeheartedly in quest of prevention and the therapy agent of each above-mentioned retina 

disease. 

[0017] Although the clinical picture of a retina disease is variegated as seen above, there is 
denaturation of inflammation, such as a failure of the vasa sanguinea retinae and an edema of 
the vascularization and a retina, and the retina which happens still primary-wise and secondarily 
etc.. and it can say that all bring about the failure of a retina function to some extent. Then, this 
invention person etc. advanced research from following two viewpoints. That is, it is the point 
whether the superfluous light itself is one of the risk factor of each of these retina diseases in 
view of the particulars of whether the ischemia, the hypoxia condition, and the peroxidation 
reaction caused from there are participating in the onset of each above-mentioned retina 
disease, or the base of symptom advance first, and the retina function in which vision is 
demonstrated by acceptance of light next. 

[0018] About the 1st viewpoint, the opinion that the vascular lesion in a diabetic retinopathy is a 
reaction to the hypoxia or the ischemia condition of an organization is becoming leading in recent 
years, for example. Moreover, there is also a report (325 Ishikawa Masayuki Oshitari et al.: 
ischemia retinae and (Peroxylipid I) **** 28(2):321- in diabetic retinopathy 1977) that the 
peroxylipid in a patient's blood serum went up by the peroxidation reaction considered to have 
been caused by the ischemia. Moreover, lock out of a retina condition pulse is also the ischemia, 
and it is thought that the peroxidation reaction is involving also in this case. About the 2nd 
viewpoint for example, report (Dowling, Jay I (Dowling. J.E.) and Cyd Mann, and Eari El (Sidman. 
R.L) — ) that advance of denaturation was controlled by intercepting light and breeding the rat 
which causes hereditary retina denaturation the hereditary retina denaturation (inherited retinal 
dystrophy in the rat) in a rat. journal OBU eel biology (J.Cell Biol.), and 14:73- there are 109 and 
1962. Although a retina denaturalizes since abnormalities are in the phagocytosis function of the 
retinal-pigment-epithelium cell which updates the outer segment of a retina visual cell with 
visual performance in the case of this rat, where the balance of such metabolism is torn, it is 
shown that the light itself promotes destruction of a visual cell, moreover, report (a SHAHIN fur 
and S (Shahinfar, S.) — ) that retina denaturation took place by strong optical exposure also in 
the normal animal Edward, Dee Py (it Edward(s)) D.P. and TSUO, Ore em (it Tso(es)) O.M. : 
Pathological research of the photoreceptor cell death in retina optical damage (A pathologic 
study of photoreceptor cell death in retinal photic injury), car RENTO eye research (Curr.Eye 
Res.) 10(1):47- there are 59 and 1991 and a superfluous light can be said to be one of the risk 
factor of a retina disease. 

[0019] By the way, the following reports are made recently. Namely, the report of a purport 
whose composition of a derivative and this derivative which have a substituent in the 2nd place 
of an ascorbic acid have an antioxidation operation (refer to Europe public presentation patent 
official report No. 0146121). The report of a purport this whose ascorbic-acid derivative has 
circulatory system improvement effects, such as anti-arrhythmia, anti-myocardial infarction, 
anti-cerebral infarction, and senile dementia prevention, based on the free radical elimination 
operation (refer to Europe public presentation patent official report No. 0202589). And some 
above-mentioned ascorbic-acid derivatives are the reports (refer to JP,63-301818,A) of a 
purport which have a cataract curative effect and added examination also about the 
bioavailability and pharmaceutical preparation. 
[0020] 

[Means for Solving the Problem] Then, the compound with which this invention person etc. 
suppresses [ 1 st ] the peroxidation reaction of a retina from two above viewpoints, The result of 
2nd having looked for various compounds in quest of the compound which controls the 
retinopathy by light. It came to complete a header and this invention for the compound which 
has both the above-mentioned operations that were excellent put of anticipation being contained 
in the above-mentioned Europe public presentation patent official report No. 0146121 and the 
compound of the No. [ 0202589 ] publication. This invention is (1) general-formula (I): [0021]. 
[Formula 2] 
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[0022] The compound expressed with (n shows the integers from 8 to 20 among a formula) The 
retina disease therapy agent characterized by containing (it may be hereafter called this 
compound for short). (2) The therapy agent of the above-mentioned (1) publication whose 
dosage forms of a retina disease therapy agent are internal use agents, (3) The therapy agent of 
the above-mentioned (1) publication whose dosage forms of a retina disease therapy agent are 
tablets, (4) The therapy agent of the above-mentioned (1) publication whose dosage forms of a 
retina disease therapy agent are ophthalmic solutions, (5) The therapy agent of the above- 
mentioned (1) publication whose dosage forms of a retina disease therapy agent are ophthalmic 
ointments, (6) The therapy agent of the above-mentioned (1) publication whose n is 9 to 17 in a 
general formula (I), (7) The therapy agent of the above-mentioned (6) publication whose n is 17 
in a general formula (1). (8) The therapy agent of the above-mentioned (1) publication which is 
the retina disease to which a retina disease originates in a whole body disease, (9) A whole body 
disease Diabetes mellitus, hypertension, anemia,^ leukemia, systemic lupus erythematosus. The 
therapy agent of the above-mentioned (8) publication which is one disease chosen from a 
scleroderma, a Tay-Sachs disease, and a FOKUTO-SHUPIRU Mayer disease, (10) The therapy 
agent of the above-mentioned (1) publication whose retina disease is a disease of a retina part. 
And the disease of (11) retina parts is related with the therapy agent of the above-mentioned 
(10) publication which is one disease chosen from retinopathy of prematurity, occlusion of retinal 
vein, retinal artery obstruction, periphlebitis retinae, amotio retinae, and senile disc-like macular 
degeneration. 

[0023] As an integer expressed with n about this compound, it is desirable that it is 9-17, and it 
is desirable that it is especially 1 7. Moreover, although any of D object, L bodies, and such 
mixture are sufficient, L bodies are especially desirable. 

[0024] in addition, this compound is physicochemical — description and its manufacturing 
method are indicated by the aforementioned Europe public presentation patent official report No. 
0146121 at the detail. Moreover, since toxicity is very low as this compound is shown by the 
example 3 of the following trial, the retina disease therapy agent offered by this invention is safe. 

[0025] the case where this compound is used as a retina disease therapy agent — the support 
well-known, usually in itself permitted in pharmacology, an allocated type agent, a diluent, etc. — 
mixing — the very thing — according to a well-known approach, it can prescribe for the patient 
in taking orally (for example, a tablet, a capsule, a granule, etc.) or parenterally as various kinds 
of physic constituents (for example, ophthalmic solutions, ophthalmic ointments, injections, etc.). 
[0026] For example, in internal use. 10-500mg 50-250mg is usually preferably performed for an 
adult 1 sunny book compound as a tablet. A tablet is manufactured in the following process. This 
compound is first granulated with itself or diluents (lactose etc.). a binder, and disintegrator and 
other additives (potatostarch etc.) (syrup, gum arable, gelatin, a sorbitol, tragacanth, polyvinyl 
pyrrolidone. etc.). Lubricant (magnesium stearate, talc, a polyethylene glycol, silica, etc.) is added 
to the granulation obtained, and it tablets in a desired form and magnitude. 
[0027] This compound itself, the above-mentioned mixture, or wetting agents (sodium lauryl 
sulfate etc.) are fabricated into granulation, and the above-mentioned granulation dries and 
manufactures them into it. Each administration gestalt of this invention may contain the 
physiological active substance of further others. 

[0028] Moreover, when using this compound as ophthalmic solutions, about 0.001 to 3% (W/V). 
about 0.01 - 1% (W/V) of this compound is preferably added to a basis solvent, and it considers 
as a water solution or suspension. pH of ophthalmic solutions — about 4-10 — it adjusts to 
about 5-9 preferably. 

[0029] Since the ophthalmic solutions of this invention are used as a sterile final product. 
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sterilization processing of them can be carried out Sterilization processing can be performed in 
any processes of the manufacture process of ophthalmic solutions. In administration, it applies 
eyewash each in several drops 1 to 4 times per day according to a patient's condition. 
[0030] In the ophthalmic solutions of this invention, a buffer (for example, a phosphate buffer, a 
borate buffer, a citrate buffer, a tartaric-acid buffer, an acetate buffer, amino acid, etc.), an 
isotonizing agent (for example, saccharides, such as a sorbitol, a glucose, and a mannitol, — ) 
Polyhydric alcohol, such as a glycerol, a polyethylene glycol, and propylene glycol antiseptics (for 
example, p-hydroxybenzoic esters, such as a benzalkonium chloride, benzethonium chloride, 
methyl parahydroxybenzoate, and ethyl p-hydroxybenzoate, — ), such as salts, such as a sodium 
chloride Benzyl alcohol, phenethyl alcohol, a sorbic acid, or its salt, pH regulators, such as a 
thimerosal and chlorobutanol (for example, a hydrochloric acid, an acetic acid, a phosphoric acid, 
a sodium hydroxide, etc.), A thickener (for example, hydroxyethyl cellulose, 
hydroxypropylcellulose, methyl cellulose, the hydroxypropyl methylcellulose. a carboxymethyl 
cellulose, its salt. etc.). Various additives (for example, ethanot. polyoxyethylene hydrogenated 
castor oil, polysorbate 80, macrogol 4000, etc.), such as chelating agents (for example, disodium 
edetate, a sodium citrate, condensed-phosphoric-acid sodium, etc.) and a solubilizing agent, may 
be added suitably. 

[0031] Moreover, the usual eye ointment basis and about 0.001 - 3% (W/W) of concentration, 
when using this compound as ophthalmic ointments, it mixes and this compound is manufactured 
so that it may become about 0.01 - 1% (W/W) preferably: In manufacture of an eye ointment, it is 
desirable to include a powder chemically-modified [ of this compound ] degree and the 
sterilization process of pharmaceutical preparation. An eye ointment is prescribed for the patient 
1 to 4 times per day according to a patient's condition. 

[0032] As an eye ointment base, purified lanolin, white vaseline, macro gall. Plastibase, a liquid 
paraffin, etc. are especially used suitably. 

[0033] Unless it is contrary to the purpose of this invention, one sort of the retina disease 
therapy agent of further others or two sorts or more may be suitably added to the retina disease 
therapy agent of this invention. 

[0034] Moreover, the retina disease therapy agent of this invention may be made to contain 
suitably the component which has other drug effect other than the above-mentioned therapy 
agent unless it is contrary to the purpose of this invention. 

[0035] Since the retina disease therapy agent of this invention has the retinopathy depressant 
action by the outstanding antioxidation operation and light so that more clearly than the example 
of a trial mentioned later Various retina diseases, for example, diabetes mellitus, hypertension, 
arteriosclerosis, anemia, Inborn errors of metabolism, such as connective tissue disorders, such 
as leukemia, systemic lupus erythematosus, and a scleroderma, and a tee-Sachs (Tay-Sacks) 
disease, and a FOKUTO-SHUPIRU Mayer (Vogt-Spielmeyer) disease, etc., In the angiopathy of 
the retina resulting from a whole body disease, inflammatory and a denaturation lesion, and a row 
The failure of vasa sanguinea retinae, such as retinopathy of prematurity, occlusion of retinal 
vein, retinal artery obstruction, and periphlebitis retinae, It can use as drugs effective in 
prevention and the therapies of the disease of a retina part, such as a denaturation disease of 
the retina accompanying aging, such as inflammation of the retina originating in amotio retinae or 
a trauma, and denaturation and gerontomorphic disc-like macular degeneration, and a native 
retina denaturation disease. 

[0036] Although an example is given to below, this invention is further explained to a detail and 

effectiveness of this invention is clarified by the example of a trial, these are mere instantiation 

and the range of this invention is not limited by these. 

[0037] 

[Example] 

Example 1 Tablet 2-0-octadecilascorbic acid 50 g Com starch 90 g Lactose 25 g 
Hydroxypropylcellulose 25 g Magnesium stearate 5 g Total 195 g [0038] Corn-starch 90g, 
lactose 25g. and hydroxypropylcellulose 25g were added and granulated to 50g of 2-0- 
octadecilascorbic acid, magnesium stearate 5g was added and tableted, and the tablet was 
obtained. One to 3 lock will be taken after every meal per adult for one day. 
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[0039] 

Example 2 Ophthalmic solutions (WA/ %) 

2-O-octadecilascorbic acid 0.1 Boric acid 1.7 Borax 0.4 Disodium edetate 0.02 Benzalkonium 
chloride 0.005 Sterile purified water Whole quantity 100.0 [0040] 17g of boric acids, 4g of 
boraxes. 0.2g of disodium edetate. and O.OSg of benzalkonium chlorides were melted to 800ml of 
sterile purified water, 1g of 2-O-octadecilascorbic acid was added to the pan, and it considered 
as the water solution, the eye drop bottle after adding sterile purified water and filtering as 
1000ml of the whole quantity — being filled up — instillation — service water — it considered 
as the solution. 
[0041] 

Example 3 Suspension ophthalmic solutions (W/V %) 

2~0-octadecilascorbic acid 1.0 Polyvinyl alcohol 0.5 Phosphoric-acid 1 hydrogen sodium (12 
monohydrates) 0.5 Sodium dihydrogen phosphate (two monohydrates) 0.2 Disodium edetate 0.02 
Sodium chloride 0.7 Benzalkonium chloride 0.007 Sterile purified water Whole quantity 100.0 
[0042] Polyvinyl alcohol 5g. phosphoric-acid 1 hydrogen sodium 5g, 2g of sodium dihydrogen 
phosphate, 0.2g of disodium edetate, and 7g of sodium chlorides were dissolved in 800ml of 
sterile purified water, and sterilization filtration was carried out. lOg of 2-O-octadecilascorbic 
acid and 0.07g of benzalkonium chlorides were added to this solution under the sterile condition, 
the bottom sterile purified water of stirring was added, and it considered as 1 000ml of whole 
quantity. The eye drop bottle was filled up with the obtained suspension, and it considered as 
suspension ophthalmic solutions. 
[0043] 

Example 4 Ophthalmic ointments (W/W %) 

2-O-octadecilascorbic acid 0.5 Liquid paraffin 1 .0 White vaseline Whole quantity 1 00.0 [0044] 
0.5g of 2-O-octadecilascorbic acid was often mixed with 1g of liquid paraffins with the mortar 
under the sterile condition, and in addition, it considered as 1 0Og of whole quantity gradually, 
kneading white vaseline. Distribution restoration of what was obtained was carried out at the - 
tube, and ophthalmic ointments were obtained: 

[0045] The antioxidation effectiveness of the 2-O-octadecilascorbic acid to the peroxidation 
reaction caused by adding ferrous chloride to the in vitro (inch vitro) trial cow retina homogenate 
using (Examination A) cow retina homogenate of the effectiveness over the retina peroxidation 
reaction by the iron ion of example of trial 1 2-O-octadecilascorbic acid was examined. 
[0046] (Approach) 

(1) The retina was separated from the eyeball (1/2 eye) of a cow, a physiological salt solution 
was added to this, and the retina homogenate was produced. 

(2) To the retina homogenate produced above (1), ferrous chloride (it dissolves with 0.5mM and 
distilled water). 2-O-octadecilascorbic acid, and the alpha-tocopherol were added so that the 
last concentration of reaction mixture might be set to 10-4M, and the whole quantity was set to 
1 ml with distilled water. In addition, 2-O-octadecilascorbic acid and the alpha-tocopherol were 
dissolved and diluted with ethanol, and the ethanol concentration in all reaction mixture was 
adjusted so that 1% of last might come. Then, it was under water bath for 1 hour, and was made 
to react at 37 degrees 0. 

(3) 1ml (50% acetic-acid water solution) of thiobarbituric acid (it is hereafter called TBA for 
short.) reagents was added to the reaction mixture or the standard solution of a retina 
homogenate produced above (2) 0.35%, and it was made to react to it by 1 00-degree-C ebullition 
underwater for 1 hour, n-butanol 2ml was added after water cooling, the at-long-intervals 
alignment was carried out by after [ shaking ] SOOOrpm for 5 minutes for 10 minutes, and 
fluorescence intensity (excitation wavelength of 515nm, measurement wavelength of 553nm) was 
measured about n-butanol layer. Moreover, protein determination was performed using the Bio- 
Rad protein assay kit (Bio-Rad proteinassay Kit) (trade name). 

(Result) The result is shown in Table 1 . 

[0047] 

[Table 1] 
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0. 34 ± 0. 01 (2) 


100 




5. 65 ± 0. 13 (3) 


0 




10-*M 


0. 61 + 0. 04 (3) * 


94:9 


a — h 3 7 i P —Ji' 


10-*M 


2. 38 + 0. 12 (3) * 


6L6 



[0048] (Note) each value of the inside of the above-mentioned table, and a "retinarTBA reaction 
value" — average ** standard deviation — moreover, the figure in subsequent ( ) shows the 
number of examples. Moreover, it means that * has a significant difference to contrast. p< 0.001. 

[0049] The TBA reaction value increased by about 1 7 times by adding ferrous chloride to a cow 
retina homogenate compared with the blank so that more clearly than the result shown in Table 
1 . When 2-0-octadecilascorbic acid was made to add and react to coincidence, it is the low 
concentration of 10-4M, and the peroxidation depressant action of the markedly excellent retina 
homogenate was shown as compared with the alpha-tocopherol. 

[0050] (B) The antioxidation effectiveness of internal use of 2-O-octadecilascorbic acid 
suspension (30mg/(kg)) over the peroxidation reaction of the retina caused by pouring in a 
ferrous sulfate into the vitreous body of the evaluation rat by the in vivo (inch vivo) trial (B-1) 
retina TBA reaction value by the iron ion implantation in a rat vitreous body was examined. 
[0051] (Approach) The Sprague-Dawley rat of seven-week ** made to abstain from food from 
the previous day was divided into two groups, and 2 ml/kg was administered orally to one group 
for 1.5%2-0-octadecilascorbic acid suspension (30 mg/kg) in 3 steps for a gum arabic solution 
(contrast) at two groups, respectively 5%. General anesthesia of the rat was carried out with 
hydrochloric-acid Ketalar 2 hours after the 1 st administration, the micro syringe was used for 
the right eye for a physiological salt solution every [ 5micro / I ], respectively, and 5mM ferrous- 
sulfate solution was injected into the left eye into the vitreous body. 2-O-octadecilascQrbic acid 
suspension or 5% gum arabic solution was again prescribed for the patient 1 or 4 hours after 
impregnation, and it slaughtered 2 hours after the 3rd administration (6 hours after an iron ion 
implantation). Next, the retina homogenate was prepared from each eye after extracting an 
eyeball, and the amount of TBA reaction and the amount of proteins were measured. 
(Result) The result is shown in Table 2. 
:0052] 

Table 2] 





mm : TBARfCJffi 
(nM ^P^v^T/l/^h hVmg gS) 


^ m. 


:£ m. 




0. 48 ± 0. 14 (5) 


0.65 ± 0.06 (5) 




0. 36 ± 0. 06 (6) 


0. 47 ± 0. 11 (6) * 
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[0053] (Note) each value of the inside of the above-mentioned table, and a "retinarTBA reaction 
value" — average ** standard deviation — moreover, the figure in subsequent ( ) shows the 
number of examples. Moreover, it means that * has a significant difference to contrast. p< 0.01. 
[0054] Internal use of 1 .5%2-0-octadecilascorbic acid suspension (30 mg/kg) controlled 
intentionally the increment in the TBA reaction value in the retina by the iron ion implantation in 
a vitreous body so that more clearly than the result shown in Table 2. By 5 in-its-eyes 2 eye of 
the infusion of isotonic saline solution of 5% gum arabic solution administration group, a lot of 
vitreous body internal hemorrhage considered to have been generated during impregnation 
actuation was accepted, and those TBA reaction values showed the high value compared with 
other infusion-of-isotonic-saline-solution eyes. 

[0055] (B-2) Electroretinogram (Electroretinogram.) Hereafter, it is called ERG for short The 
effectiveness of internal use of the 2-0-octadecilascorbic acid (30 mg/kg) to change of the 
retina ERG caused by pouring a ferrous sulfate into the vitreous body of the evaluation rat by 
measurement was examined. 

[0056] (Approach) Twelve Sprague-Dawley rats of seven-week ** were made to abstain from 
food from the previous day, and the 7.5mM ferrous-sulfate solution was injected into the left eye 
into 5microl vitreous body. 1 .5%2-0-octadecilascorbic acid suspension (30 mg/kg) or 5% gum 
arabic solution (contrast) performed 1st internal use 2 hours before the iron ion implantation, and 
it was prescribed for the patient 3 times every 3 hours after that, and then it prescribed it for 
the patient 3 times every 5 hours. Measurement of ERG was performed 6, 9, and 24 hours after 
the iron ion implantation, and it evaluated about the latent time and the amplitude of a wave and 
a b wave. 

[0057] (Result) The result of the rat ERG measurement after iron ion vitreous body impregnation 
is shown in drawing 1 (a wave amplitude of the rat ERG after iron ion vitreous body 
impregnation), drawing 2 (b wave latent time of the rat ERG after iron ion vitreous body 
impregnation), and drawing 3 (b wave amplitude of the rat ERG after iron ion vitreous body 
impregnation). 

[0058] Consequentiy, in both groups, 6 hours after the iron ion implantation, delay of the latent 
time of a wave and a b wave and the fall of the amplitude were accepted strongly, and even 
measurement of 24 hours was not recovered about the amplitude. Compared with the control 
group, the inclination to suppress the fall of the amplitude of a wave and a b wave was accepted 
in the measurement 9 hours after an iron ion implantation, and the 2-O-octadecilascorbic acid 
suspension administration group had controlled delay of b wave latent time intentionally ( drawing 
1-3 reference). 

[0059] From the above result, (Consideration) 2-0-octadecilascorbic acid Since the retina 
peroxidation reaction by iron ion and change of ERG were controlled The various retina diseases 
caused by the peroxidation reaction of a retina, for example, diabetes mellitus. Connective tissue 
disorders, such as hypertension, arteriosclerosis, anemia, leukemia, systemic lupus 
erythematosus, and a scleroderma. And inborn errors of metabolism, such as a tee-Sachs (Tay- 
Sacks) disease and a FOKUTQ-SHUPIRU Mayer (Vogt-Spielmeyer) disease, etc., In the 
angiopathy of the retina resulting from a whole body disease, inflammatory and a denaturation 
lesion, and a row The failure of vasa sanguinea retinae, such as retinopathy of prematurity, 
occlusion of retinal vein, retinal artery obstruction, and periphlebitis retinae. It turned out that it 
is effective in prevention and the therapies of the disease of a retina part, such as a 
denaturation disease of the retina accompanying aging, such as inflammation of the retina 
originating in amotio retinae or a trauma, and denaturation and gerontomorphic disc-like macular 
degeneration, and a native retina denaturation disease. 

[0060] The antioxidation effectiveness of the 2-0-octadecilascorbic acid to the peroxidation 
reaction caused by performing an optical exposure to the Inn vitro (inch vitro) trial cow retina 
homogenate using (Examination A) cow retina homogenate of the effectiveness over the retina 
light failure of example of trial 22-O-octadecilascorbic acid under hematoporphyrin (it being 
hereafter called HPP for short.) existence was examined. 
[0061] (Approach) 

(1) To the retina homogenate produced like ((approach) 1) of the above-mentioned example 1 of 
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a trial (A), HPP (it dissolves by lOOmicroM and ethanol), 2-O-octadecilascorbic acid (10-4MX 
and water were added, and the optical exposure by the fluorescent lamp (daylight color. 15W. 
S.OOOlux) was performed from the distance on 20cm for 1 hour. The ethanol concentration in 
reaction mixture was adjusted so that 2% of last might come. 

(2) Protein determination was performed 1 hour after the optical exposure using the 
measurement of peroxylipid and the Bio-Rad protein assay kit (Bio-Rad protein assay Kit) by 
TBA reaction (trade name) like ((approach) 3) of the above-mentioned example 1 of a trial (A). 
(Result) The result is shown in Table 3. 



:0062] 
[Table 3] 




»gjt:TBASJt;:fil 
(nM ■rD>v^T/U'T't K 


{%) 




0. 59 + 0. 10 (3) 


100 


HPP. itmm) 


2 22 ± 0. 06 (3) 


0 


/l/7x=i;l/t'>^ (10-*) 


1.31 ± 0.21 (3) * 


55.8 



[0063] (Note) each value of the inside of the above-mentioned table, and a "retina:TBA reaction 
value" — average ** standard deviation — moreover, the figure in subsequent ( ) shows the 
number of examples. Moreover, it means that * has a significant difference to contrast. p< 0.001. 

[0064] The TBA reaction value increased by about 4 times by adding HPP to a cow retina 
homogenate and performing an optical exposure compared with the blank so that more clearly 
than the result shown in Table 3. When 2-O-octadecilascorbic acid suspension was made to add 
and react to coincidence, significant depressor effect was accepted by the concentration of 10- 
4M (the rate of control: about 56%). 
[0065] 

(B) After carrying out dark adaptation of the evaluation (approach) rat by the in vivo (inch vivo) 
experiment (B-1) retina pathology organization by rat light exposure, and the amount of 
rhodopsin for 72 hours, continuous irradiation was adjusted and carried out for 12 hours so that 
an illuminance might be set to 2,000-2,400lux by the green fluorescent lamp (10W, 490-580nm). 
The optical exposure day carried out internal use of the 1 .5% or 5.0%2-O-octadecilascorbic acid 
suspension once [ 1 ] (respectively 30.100 mg/kg/day) per day a ter die (respectively 90.300 
mg/kg/day) and after that, and the control group was similarly medicated with the gum arable 
solution (contrast) 5.0%. After exposure termination was bred under the dark room, and it 
slaughtered on the 5th, after carrying out marking of the right eye to the upper part in ink, it was 
fixed with the glutaraldehyde solution 2% with the paraformaldehyde 2%, and measurement of the 
pathology histological evaluation by the light microscope and retina thickness (thickness of all 
retina layers and thickness of an external granular layer) was performed. As an object for 
rhodopsin measurement, after the left eye removed the cornea, the lens, and the vitreous body, 
cryopreservation of it was carried out at -20 degrees C. 

[0066] Measurement of rhodopsin carried out the mincement of the **** first under the dark- 
room red lamp, and prepared the retina homogenate with the 0.1 M phosphate buffer solution 
(pH7.2). Dregs were processed with the potassium-alum solution 4% after centrifugal (for 
15,000rpm and 15 minutes), and rhodopsin was extracted by 1% EMARUFOGEN (Emulphogen) 
BC-720 (trade name) after washing. The centrifugal supernatant liquid was made into the sample, 
the absorbance in 500nm was measured, after irradiating for 5 minutes and making it faded by 
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the yellow lamp next, the absorbance (SOOnm) was measured again and the amount of rhodopsin 
was computed from the difference of the absorbance before and behind fading (molar extinction 
coefficient 42.000). 

[0067] (Result) The result of the pathology histological evaluation by the light microscope is 
shown in Table 4 (5.0% gum arabic solution), 5 (1.5%2-O-octadecilascorbic acid suspension), and 
6 (5.0%2-0-octadecilascorbic acid suspension). In addition, in the following tables 4-6, the thing 
in which - is not accepted and for which ++ in which a little ** is accepted, and in which + is 
accepted is accepted strongly is meant, respectively. 



:0068] 
iTable 4] 


5.0% T^\iT zJAmiS. (MM) 




1 2 3 4 5 




+ + + + + 




+ ++ ++ ++ ++ 




+ ++ ++ ++ ++ 




+ ++ ++ ++ 




- ++ ++ ++ ++ 


[0069] 
[Table 5] 


1.5% 2-0-^^^y''yjVT7.=JjV\iymmmf&. 




12 3 4 5 




+ + + + + 




++ ++ + ++ ++ 




++ ++ - ++ ++ 




++ ++ ± ++ 




+ + ++ - ++ +H- 


[0070] 
iTable 6] 




5.0% 2-0-:t ^ ^v'iyjVT:^zijV\:^lyWimmm. 






12 3 




- + + 




± + + + 




- - + + 




± + + + 




- + + + 



http:/ / vvww4.ipdl.ncipi.go.jp/cgi-bin/tran_web_cgi_ejje 



2005/10/04 



JP.06-287139A [DETAILED DESCRIPTION] 



11/13 ^— V 



[0071] So that more clearly than the result shown in Tables 4-6 by the optical failure part 
(damage section) of a retina By the control group and the 1 .5%2-O-octadecilascorbic acid 
suspension administration group By four examples, among five examples, respectively by the 5.0% 
2-O-octadecilascorbic acid suspension administration group By one example, infiltration of the 
macrophage to the inside of disappearance of the pyknosis (pyknosis) and the nucleus of an 
external granular layer (Outer Nuclear Layer), deformation and vacuolation of a visual cell inside- 
and-outside knot, and an outer segment and the thinning of all retina layers were strongly 
accepted among three examples. That is, by the 5.0%2'O-*octadecilascorfoic acid suspension 
administration group, extent of these failures was weak compared with the control group. 
[0072] The measurement result of the thickness of all retina layers and the measurement result 
of the thickness of an external granular layer are shown in Table 7 and 8, respectively. 



:0073] 
[Table 7] 




m m m <o m ^ C/^m) 








81.5 ±6.5 (5) 


121. 0 ± 15. 9 (5) 


1. 5%2-0-;f iJ'i^'f^ 


88. 5 ± 22. 3 (5) 


135.5 ± 27.9 (5) 




84.2 ± 16.3 (3) 


161.7 ± 3.8 (3)* 



[0074] (Note) each value of the inside of the above-mentioned table, and "the thickness of all 

retina layers" — average ** standard deviation — moreover, the figure in subsequent ( ) shows 

the number of examples. Moreover, it means that * has a significant difference to contrast. p< 

0.05. 

:0075] 

Table 8] 





n m i& m (0 m ^ (//m) 






T^h'T=ri^mm mm) 


17. 0 ± 5. 1 (5) 


26. 5 ± 11. 5 (5) 




16. 0 ± 7. 2 (5) 


39.0 ± 8.8 (5) 


5. 0%2-O-5j-:J':^7^ 


19.2 ± 11.3 (3) 


48.3 ± 1.4 (3) 



[0076] (Note) each value of the inside of the above-mentioned table, and "the thickness of an 
external granular layer" — average ** standard deviation — moreover, the figure in subsequent 
( ) shows the number of examples. 

[0077] In measurement of the thickness of all the retina layers near mammary papilla, as for the 
2'O-octadecilascorbic acid suspension administration group, the thickness of an external 
granular layer also showed the inclination thicker than a control group near mammary papilla by 
the 5.0%2-O-octadecilascorbic acid suspension administration group so that more clearly 
[ compared with a control group, it might be intentionally thick and ] than the result shown in 
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Table 8. so that more clearly than the result shown in Table 7. The measurement result of the 
amount of retina rhodopsin is shown in Table 9. 



:0078] 
[Table 9] 












0. 43 ± 0. 19 (5) 


1. b%2-0-:^^ i^'f 


0.51 ± 0.20 (5) 








0. 69 ± 0. 14 (3) 







[0079] (Note) Each value after "rhodopsin" shows average ** standard deviation among the 
above-mentioned table, and the figure in subsequent ( ) shows the number of examples. 
[0080] In measurement of the amount of retina rhodopsin, the inclination for a 2-0- 
octadecilascorbic acid suspension administration group to control reduction of the amount of 
rhodopsin by optical exposure was seen so that more clearly than the result shown in Table 9. 
[0081] (B-2) After carrying out dark adaptation of the evaluation (approach -1) rat by ERG 
measurement for 24 hours, it adjusted so that an illuminance might be set to 600-700lux by the 
green fluorescent lamp (490-580nm), and the continuous irradiation of 20 hours was continued 
for three days. After every day carried out dark adaptation of ERG for after [ optical exposure 
termination ] 2 hours, it was measured by continuation for three days, after that, it was bred 
under the dark room, measured after the exposure on the 7th, and evaluated about the amplitude 
of a wave and a b wave, and the latent time of a wave. In the optical exposure day, the day of a 
bis die (200 mg/kg / day) and others carried out internal use of the gum arabic solution 
(contrast) once [1 ] (100 mg/kg / day) per day 5.0% as 5.0%2-O-octadecilascorbic acid 
suspension or contrast from the exposure previous day. 

[0082] (Result) The result of the rat ERG measurement after an optical exposure is shown in 
drawing 4 (b wave amplitude) for three days. Consequently, in the measurement of ERG on the 
1st. delay of a wave latent time and the fall of a wave amplitude were accepted. Although the 
abnormalities of a wave advanced further and the fall of the amplitude of a b wave was newly 
accepted on the 2nd, by the 5.0%2-O-octadecilascorbic acid suspension administration group, 
the inclination which controls the fall of the amplitude of this b wave was accepted (R> drawing 
4 4 reference). During the continuation light exposure for three days, although each wave of ERG 
decreased to progressive, when the'exposure was stopped, the latent time of a wave was 
recovered on the 7th. 

[0083] (B-2) Continuation Mitsuteru putting and measurement of back ERG which carried out 
dark adaptation for 2 hours were performed for the rat by ERG measurement which carried out 
dark adaptation for evaluation (approach -2) 1 2 hours on the same conditions as (an approach - 
1) for 20 hours. Internal use of 5.0%2-O-octadecilascorbic acid suspension or the 5.0% gum 
arabic solution (contrast) was carried out once [ 1 ] (100 mg/kg / day) per day seven days 
before [ the optical exposure ], and only the optical exposure day prescribed the bis die (200 
nng/kg / day) for the patient. 

[0084] (Result) The result of the rat ERG measurement after a 20-hour light exposure is shown 
in drawing 5 (a wave latent time). Consequently, although, as for the amplitude of a wave and a b 
wave, both groups fell, the 5.0%2-O-octadecilascorbic acid suspension administration group 
controlled delay of a wave latent time intentionally (refer to drawing 5 ). 

[0085] (Consideration) From the above result. 2-O-octadecilascorbic acid controlled the tissue 
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and the functional disorder of a rat retina by optical exposure. Although the failure of the retina 
by the light in this experiment is a severe example Since light is considered to be one of the risk 
factor which invites the metabolic turnover functional disorder of various retina diseases, 2-0- 
octadecilascorbic acid Various retina diseases, for example, diabetes mellitus. hypertension, 
arteriosclerosis, anemia. Inborn errors of metabolism, such as connective tissue disorders, such 
as leukemia, systemic lupus erythematosus, and a scleroderma, and a tee-Sachs (Tay-Sacks) 
disease, and a FOKUTO-SHUPIRU Mayer (Vogt-Spielmeyer) disease, etc.. In the angiopathy of 
the retina resulting from a whole body disease, inflammatory and a denaturation lesion, and a row 
The failure of vasa sanguinea retinae, such as retinopathy of prematurity, occlusion of retinal 
vein, retinal artery obstruction, and periphlebitis retinae. It turned out that it is effective in 
prevention and the therapies of the disease of a retina part, such as a denaturation disease of 
the retina accompanying aging, such as inflammation of the retina originating in amotio retinae or 
a trauma, and denaturation and gerontomorphic discHike macular degeneration, and a native 
retina denaturation disease. 

[0086] The acute toxicity test in a mouse was performed about the acute toxicity test 2-0- 
octadecilascorbic acid of example of trial 32-0~octadecilascoriDic acid. Consequently, the 
example of death was not seen in 1 000 mg/kg internal use. Therefore, this compound is low 
toxicity. 
[0087] 

[Effect of the Invention] Since prevention and the therapy agent of the retina disease of this 
invention have the retinopathy depressant action by the outstanding antioxidation operation (free 
radical elimination operation) and light Various retina diseases, for example, diabetes mellitus, 
hypertension, arteriosclerosis, anemia. Inborn errors of metabolism, such as connective tissue 
disorders, such as leukemia, systemic lupus erythematosus, and a scleroderma, and a tee-Sachs 
(Tay-Sacks) disease, and a FOKUTO-SHUPIRU Mayer (Vogt-Spielmeyer) disease, etc.. In the 
angiopathy of the retina resulting from a whole body disease, inflammatory and a denaturation 
lesion, and a row The failure of vasa sanguinea retinae, such as retinopathy of prematurity, 
occlusion of retinal vein, retinal artery obstruction, and periphlebitis retinae. It can use as drugs 
effective in prevention and the therapies of the disease of a retina part, such as a denaturation 
disease of the retina accompanying aging, such as inflammation of the retina originating in amotio 
retinae or a trauma, and denaturation and gerontomorphic disc-like macular degeneration, and a 
native retina denaturation disease. 
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0 9. 1 9 6 2)3!)^feS„ CCD^-y V(D^. WMMm 

^^mzmmti^^ s /ci6iBiM7b'att-r s ©t-ss 

c:OJ:5ftjBrffif^iB©¥ffi*'«nfc««f«, 
ta9aBS<7D5SSilg^ffi;g-rS<:i::gr^bTV''So $fc. iE^ 
iftl^T- fc^fttDT^MMlc J: »3 ^H^ISA^e c o ;fc i: ^ 
m.^ iiy^il>y7—. XX(Shahinfar, S.). ^F"? 
— K, -r-r— ♦ tr— (Edward. D. P.)*3<tt>*^^'^. 
•xA(Tso, 0. M.) : ^M^tfflaiCJSttSJ^SgttifflBa 
5EO;^S^6*lW^(A pathologic study of photorecept 
or cell death in retinal photic injury)., ij—l^'y 
h • T-f • U ^(Curr. Eye Res.) I 0 ( 1 ) : 4 7 - 

5 9. 1 9 9 1 ) D . mmtimmmmm<Di&.j^m 

^©loirm^So 

[0 0 19] iicST. mm. :k(DJ:v^nntl^^f£ti 

Tt^So •rftt)-&. Tx=i;v\£:ym<D2mcm^^m 
Wi<Dm^ i3-ay^vj^rmm'j^mmo 146121^ 
'im^mitm-^x^^xinPf-msk. Vi'iMwrn. mkmm. 

«Att«ii^^^B&ft if«Siil5S*#^!i«*W-r S g<0^ 

e (3-a-y/^i^r^l^fflF^A^^mo 2 0 2 5 8 9^# 
Bg) , fej;r>\ ±ig7Xa^bt:>^i|#tt::7)-gp*'eF«i 

tov>Tfe^W^J!lD^fcg<0«^ (iRflAHge 3-3 0 1 

8 1 s^<l^m.mm -e^So 

COO 2 0] 



(4) 



8 7 1 3 9 



-a-y/Vjjirmmk^o i 4 e i 2 i ^^^umo 2 
0 2 5 8 9mcmm<o<t^<D'pic=fmnic@titc±m 

(I) : 

[0021] 10 

[It 2] 



HO 
HO 



(I) 



OJCHzJhCHj 



[0 0 2 2] (^<f^ n(±8*>C,2 0$T'«D^St^^ 

(2) aaMj^.}i&«fiij«^>a'M*^)Spa#?["j-pfes±fB » 

( 1 ) E«<of&«^pj. ( 3 ) mm^miBmrnoymm^'^m 
MT-&^±m ( 1 ) mmcommm. ( 4 ) 

( 5 ) mmmmihmm<Dmmt>'^sm.mm-C'& « ±fs 
( 1 ) amcD'thmu ( e ) -aas: ( i ) tc*3v^T n *^ 

9*^6 1 7T-a&5±iB (1) fBtt©Ji&«a>J. (7) -)S 
iC (1) lc:feV''Tn*M 7-^&S±f5 (6) SaffiO^lS 

gij. (8) mmmmt,'^±»^%l,c^&m■r^mmmm-l^& 
jX'-^^^-ma^'bmifn^i-zxommni^^i.u (8) 

fB«©ri&J«?PJ, (10) «IIS3!^S*^ilHIS^m©3^«-pfe 

§±fB ( 1 ) ie«iot&iesij. *5j;tf (11) i^M^m<D 
3^M*^ mmnmmmm.. mmmmmm 

W§t.^te^^m\tn^\-r:><oimrQS>^±m (i o) IBtt 

[0 0 2 3] 2^jb^%ItcMLv nT'^^nSM^i: LT 
{*. 9~1 7 7?feSCi:*W$L<, f:Ot>ttl 7T*fe 40 

-5ci:*WSLt^o */c. Di*:. Li*, cneoil^i^ 

[0 0 2 4] *{b-&!^cOi^Sft^fi5tt«*3<fct;^ 

^0146121 ^fci¥iBtcia®^nrv^So * 

[0 0-2 5] *{t-&?^««ilH35«}l&«9Ji:LTfflV^S^ 



CO 0 2 6] igP*a^©*&(4. ffl#fiEA 1 

HSO*{b^* 1 0 — 5 0 On g. »SL<«5 0~ 
2 5 0mg%^Ji:LTfT3o i^Mx fcililtrFEO 

immm (5^^h-x%if) . ig^j (s^a-y^'. t5 

[0 0 2 7] ±fa«Si{i. *{b^tigf*, ±MSM-^mi^ 
tzimmm (5 y jvmnki- v v h) ^^let^ 

[0 0 2 8] ^fc. ^fk^l^^j^ag^tiJtLTfflV^S^ 
fix **I0.0 0 1~3%{W/V). »$L<f±*^0.0 1 

fcimmmt^^c ^iisij<dph{±*54~i o. »sb 

<{i*55~9{ClBS-r-5o 

[0 0 2 9] *^H^(D^sas^jtt, mmmmm&tt^rc 



[0 0 3 0] :^mm(DM.mmiai. mmm crct^isv 
>m.^mm, ^:i^ym^mm, m 

^^mm, m^mmm. T5./mts:E) > mmim 

•>A^i!ojgs*^) , Bsjs^pj irctAimit^>'*f?i' 

=i-'^L.. ^gfk^^-tf h^ri-^A. ^^^:t^~>^^mmy^ 

□ y^y-;l/^i!) . pHI^S^J (/ci:x{fig^. K 
^. U>K. 7KKft:^hU'>A*if) . m^J (ret A 

;l/-tr;l/a— X. ^^l/sP^^i';^ g=-;Hr;ba— x:te<fcO*^-tO 
^x>^-fh fiS^uv^-^^hU-i^A^if) . Pi 

kVS/ftS, :J?yV;l/-^— h8 0. V^a=f— ;l/4 0 0 0 



(5) 



#i3¥6-2 8 7 1 3 9 



[00 3 1] *{t^«:BS®{WSiJi:LTfflv^5« 
2|c{b^;&ii«<Dii«(ffttJ!iJ2:aa^o. oo i~ 

3 % (W/W) . » S L< aj«jo . 0 1 ~ 1 % (W/ 



CO 0 3 2] Bg®Cl5»SJt LTt±, i: OtJt:^)*®^^ U 
Sfey-bU^. ^i'orJ-^K -f=77.=}-^—7.. SS 

[0 0 3 3] *^W©«3lgjfe«ji&«SiJ»i:{i. *SIB3(OS 

* ;rc ti 2 ati±^a:SiD^ t t, .t w \ 

[0 0 3 4] *5l§«oagM3^?&«»JiC{±. 

CO 0 3 5] *^w©^^^«?i&ie?pjt±. vm-^^w^ 

1 



feJ:t;7"'l'-if>y^X (Ta y-S a c k s) J^Jf> 
h-->a.tr— yl/-=?'f'-\'— (Vogt-Sple 
1 me y e r) #1% H<05fe3cftWS#«: HO, 

SiMWBfjiaass, 

CO 0 3 6] tXTlC, *$Bt»J:&^tfT*%W^^e<C» 
CO 0 3 7] 



5 0 
9 0 
2 5 
2 5 

5 

1 9 5 



[0 0 3 8] 2-0-^i^^T'S^;l/TX=t;Hf>'^5 0 
g{C3— :/X^-^9 0 g, h— X2 5 gi3j;t?t: 
Fn:^^->yDtr/U-fe;l/P-X2 5 g^ftPAT^fi^tU 
Ilfi5<l^j2 ;l|[|g^ 

[0 0 4 0] d^^/Kl 7 g. 4->'>©4 g, XT'hK^h 

U'i'AO. 2g:KJ;r/tg<t'^:^1f;l/3r:'i;i:.0.0 5 g^ 
«S«S7k8 0 0mnc^*^L, ^^»C2-0-^^^ 
T'S'/i/TX^/Hf >Sr 1 g *ip^T*^J«i: Lfco isa 40 
IISi601j3 ,«?S^IS?fiJ 
2-0-^ if -St 7'->;l/TX e ^iE 
3}?'Jtr:::;l/T;l/n— ;1/ 
U >K 1 zk^:?- h U -^A (1 27lci®) 
>J>'^2 7k^-^-h-U'>A (27)<tg) 



g 
g 
g 
g 
g 
g 



mrzo mx i a^z-co i b i -sm^m^mmt^o 

CO 0 3 9] 

(W/V%) 

0 . 1 

1 . 7 
0.4 
0.02 
0.005 

±m 10 0.0 
SlSzk**PAT^« 1 0 0 Om 1 t LTjl8»Lrc^. jiK 

[004 1] 

(W/V%) 
1 . 0 
0.5 
0.5 
0.2 
0.02 
0.7 
0.007 
±m. 10 0.0 



COO 4 2] 5j?y ;l/5 g, U>Kl7k^ so •:M~ U A 5 g, U >SE27l<^-^ h U -^7^2 g, xf^h 



(6) 



1$iB¥6-2 8 7 1 3 9 



10 



mmcaoomncmmt^it. SESiSJibfto 2-0- 

:n=.'i>Ao.o7 g:^mm^i^T. ^mmicijax. tm 
mm 4 fmcs^i 

[0 0 4 4] ^a^fl^T, SfiK-'^^^-Ol gi:2-0 
« 1 0 0 g i: Lfco '#etifcfe<o*^i-:^»i:i^ia?S« 

[0 0 4 5] 

(A) 'J'i>'^)S*^:$^;^^-hi&fflt/'>fc'r>'ehn (inv 
itro) ^ 

[0 0 4 6] (7?ffi) 

(1) ^<D|g3« (1/211) A^eSilM^^^glU cnic 

(2) ±12 (1) Tf^fiUfci^M4->ti'*^-htc. mit 

fsi&i (o.5mM. msTHT-mm:) . 2-0-:^^^ 



TiSS®»gW<^*DxT^ 1 0 O Om 1 i: bfco m^tl 
[00 4 3] 



(W/W%) 
0.5 
1 . 0 
100.0 

fSWS^iSSAM 0-^ Mtc%^<fcdfc^b, ^STkT- 
±«*linI»cUfco 2-0-;j-i'^f7^->'.;l/7;^ 
n ;l/ e i: o - h n 7 X a — ;l/{ix :5f y — ;l'T-jg<S, 

* 3 tiHE Lfto ^-tOI^. 3 7 "CT- 1 ^ffl7k?S 

(3) ±fB (2) T-f^S(Lfc«iM*ti^^-KOSlS}ffi 
SfcttSipfRK: 0.35 %^*>' Vl/VT (JWT. 
TBAiiBSiftrrSo ) KM ( 5 0 %PK7j<Sj«) 1 m 1 
^^iOU 1 0 0'C}*B7K4'TM^P^SfS^-a-fCo 

n-:r^»y-;l/2m i^^inu S^^F^tgS^SO 
0 0 r pm-p 1 O^^HiS*i:^U n -:7'^f y— ^I/MtCOV 
TMtIS^S (a^j^SS 1 5 nm, SJ^iggS 5 3 n 
m) ^m^Lfco Src, A-r:t-7-y K • :/o-r-ri' • 

• KBio-Rad protelnassay Kit)(^a^) 

[004 7] 





«9JK:TBARf6li 
CnH VD>i?T;l/-rh K 
/nig SS) 


(%) 




0. 34 ± 0. 01 (2) 


100 




5. 65 ± 0. 13 (3) 


0 






0. 61 ± 0. 04 (3) * 


94.9 


a— h^y jcVJ —JU 




2. 38 ± 0. 12 (3) * 


61.6 



[0 0 4 8] (a) ±iE««f. mm t b ASJSfiij 
«cii:^«i»-rSo p<o.ooio 

[0 0 4 9] ^Hc5^Lfci^^<fe»)WP>*^)&<k-5tc, 4^ 
T, TBAKf5ffi{i:/7:y-{'tCJt'^T$«Jl 7<5{C*SftDL 

TSJS^-^/-cli^{±. 1 0-< MOfgfflSt?. a-hn7 
xn-;l/i:Jtl!l!Lr, *S©enfeiB9)l*t5^^- KDjS so 



[0 0 5 0] (B) 5>y h5S?«:F«igt'l';*->aAtC<fcS 
l'>tr4?(in vivo)ISS^ 

(B-1) fiiJKTB AS*Sffl(Cj:SH<B 
v-y h<^»5S?^F«9f;:BiESElllgt^aA-rsci:tcJ:oT 

x->;l/7'X3/Hfi/KS»?K (3 0mg/kg) <0]SP 

[00 5 1] (7?S) BijeJ:»3*S*5-li-fc7jlSS«>SD 



(7) 



1#^¥6-2 8 7 1 3 9 



11 



12 



X3;i/t:>^sffi (3 0mg/kg) ^^ti'enzm 
i/kg«3iiiic4)^t*TSPta#Lfco imsia.^<oz 



coo 5 2] 
C^2] 





mm-- TBASfCit 

(nM vpy v'T/UT^h K/mg 313) 




£ m 




0. 48 ± 0. 14 (5) 


0. 65 ± 0. 06 (5) 


•> JUT X 371/ h* vKSBSfaE 


0. 36 ± 0. 06 (6) 


0. 47 ± 0. 11 (6) * 



[0053] (a) ±iBa«f X mm : t b a sisfiij 
s c fc^ig^-rso p < 0 . 0 1 o 

[0 0 5 4] «2fC5^bfd^^J:»5B«P.*^*J;3fCx 
1 . 5%2-0-;j-^^7^'>;b7'Xn;l/e>KMffl^ 
(30mg/kg) ©igp^^fi. fig?{*rt0t-r':i->a 

[0055] (B-2) SIM^ffi @ (Electroretinogra 
mo JWT, E R G tBSfJsfSo )aiJ^ti:J;SM 
V h ora^i*tcegS?m 1 S5t^ iiA-r S C K J: o T« 

iy;\^TX=i}\^\£>m C3 0mg/kg) (omam^oy^dj 

[0056] (5^j5g) 7ai&(DSD^>y M 2E*luB 

^tjn^^-^^. &mic 7 . 5 mumkm-ikmm^ 5 n 

imiFWmc^Lrco l .5%2-0-3^15^:5^f^S^;^ 
TX3;HfVSaRS}« (3 0mg/kg) */'c»5%7 40 

lHl@cDiSPS#^?fV\ ^<0^{i3^Rgfe^{C3lHlS# 
U :^fC5^rai3#tC3llllS:-^L.fCo ERG(OSiJSt*s 

[00 57] (^m) m-f^^m^fWi^A^O)^ yhE 
aA^®5 «y h E R G © b iKJgili) t^-To so 



[0 0 5 8] ^<D)Sm. PSSftC^oV^T. ^I'^i-^aAe 

*^^<^4i)^n. ^i^l^co^/^T«2 4^FH^coSJ«-efeiHi 
«L:&*^t3fco 2-0-:t^^x'>;bTXn;l/e>K® 
}!B?Ka-^«f{i. ^tfHSffdt-^T, i5fe-r5i->aA9l«ra^ 
cDaiI^lc*5l/->T. aj^43<fctf bz^<DJSig©<aT*5lI^« 
{Slfi)A^^J6e.n> b^6^t«F^DS@«:W3t^^»*JLTV^fc 
(01~3#BS) o 

[0059] cmm) &±oymmJ:^. z-o^-^i^^ 

f5*5j:l>*ERGc0^fk^«J®IL./c:COT% i^MOiS^fbS 

^ b -xX-^3tfeffi:& J;a*-r - 

Ify-J'X (Tay-Sac ks) #1-^7*— h-i'n 
If — ;l/V-<-V'— (Vogt— Spielmeyer)^ 

M^. SiiM^nRgsiijs. mmmmmm^. mm»mmm 

[0 0 6 0] gSSieiJ2 

2 -0-:t^^f7*'>/l/TXa;Hr:/g|oa9ISJl£l^«{ci* 

(A) '^iymmt-'^i^^-v^m^'^rc^:^' ehadn 

vitro) KSI 

4^^fl^*^:>^^- h tC'NT h if.)\^y (WTs H P 



(8) 



Wm^6-Z8 7 13 9 



13 

[0 0 6 1] C^Fte) 

(1) ±i5K««yi (A) ® o?i*) (1) fcraatcu 

Tf^S Lfcmmt^^i^^- He. HPP (lOOfiM. 
>K (1 M) feitfTk^^U 2 0c m±<Dim 

ij^^mmr cm^. i sw. 3. 000 1 u x) jc<t 



> ^ (HPP, 1 %X:? 
;l/TX3;Vh'>i? (10-*) 



CO 0 6 3] cm ±mm^. ^mm t b Asjsfflj 
sci:*aci*-rSo p<o.ooi„ 

Co 0 6 4] a3tc^L/-c^S^?)We.*^i9:J;9{i:. 
mmt-'ei^^- h fc H p p *^An UTJtSSiW^ff 5 c t 

{Cj:-:3T. T B AS*Sm:7-7>^'lClt'^T$«J4<g{i:ii 
fflJS*AD^TSiS*-a:fc*a-«. 1 0-^ MOiiST-^lt 30 

^wm%mtimit)p>txrz mm^ : *?i 5 a %) » 

Co 0 6 5] 

(B) h5tMWfC«fcS'r>e:i-:(in vivo)IISi 

(B- 1) »K^Sffl^i3j;tfaK:;^i'>«tc<fcSM 

(low, 4 9 0 — 5 8 0 nm) T'Mft?b^2 ,0 0 0~ 
2 . 4 0 0 1 u xicti^^oicm&l^r^ 1 2^^3ii^ 
Bg^LZ-Co 1 .5%S«:{i5.0%2-O-:t^^-r->;l' 

rxn^i/tr^^esis*, 5tMMBt4i 0 3® (^n^ 

ng 0, 3 OOmg/k g/d a y) . ^©^{i 1 B 1 4o 

m (-en^ns 0, 1 OOmg/k g/d a y) )Spa 

mmictSi^Ltco mmm7mt. ^^tt-^wl. sb 



14 

(2) TtMltmP^'^, ±^KSieiIl (A) CD Wji) 

(3) tmmicLT. TB ASiStC^SJi^ftSgSOia 
Si:-'<cW:t-7-y F • :/nx-C> • 7ryb'f • KB 
io-Rad protein assay Kit) OSSA') ^fflV'T. S& 

CO 0 6 2] 
Cig3] 

K (%) 



0.59 + 0.10(3) 100 
2 22 ± 0. 0& (3> 0 
1. 31 ± 0. 21 (3) * 55. 8 



-Dtzo :felsanF:/i'>5iJ^ffli:UT. ^iM-TkSf*- 

Lfc^. - 2 0 *CT'^^# Lfco 
CO 0 6 6] □ F:/s^><D$J^{4. 

T% *-r8Bii«aB« 0 0 . 1 M u >s?«ig?at c p h 

7.2) X'mmt-=(:'J^-v^mmi.tco 3§>l^ (1 5,0 

OOrpm, 1 5iJ-^) tS. a:SE*4%*y'^i*5 3'> 
/^ViiftST'ftiau i5fe}f^, l%xv;l/7*y>'(Eiiiulp 
hogen) B C - 7 2 0 (^p°p^) Ft/i' V^ttttJ L 
fco ^•<D)i>L>±}»«rimi: L 5 0 0 n mUlfelJSKJiea^ 

^, St/BRT^A (5 0 0nm) ^ilJ^bTjIfeHU^©® 

)ta©M*^e.aFys^>a^»abfc (ij-^isatefi^ : 

4 2,000) o 

C 0 0 6 7 1 (iKS) JtSK J: S*lMJa^fl9fPfif ®)K 

^«r. S4 (5 . 0%Z^eTdrAi§fffi) , «5 (1.5 
%2-0-;i-^^x->;i/rX3;l/e>^®SJS) *j<fci; 

^6 (5 .0%2-O-::ti':Jf7'->;I/rX3;l/e>^® 
S?g) Ic^-To ^t5, Ttecoa4~6(c^3l->T. -«±^ 

C0068] 

CS41 



«iM:TBARj6fi| 

(nl VD>v?T/U-5rt: 
/mg MS) 



so 



(9) 



«#§aV6-2 8 7 1 3 9 



15 



16 



[0 0 6 9] 



[0 0 7 0] 



5.0% T-5 t'TrfA^ft 




1 2 3 4 5 




+ + + + + 




+ ++ ++ ++ ++ 




+ ++ ++ ++ ++ 




+ ++ ++ ++ ++ 




- ++ ++ ++ ++ 


[^5] 


1.5% 2-0-::tir^y''>/\^TX=JJl\£>WtWiMi6L 




1 2 3 4 5 




+ + + + + 




++ ++ + ++ ++ 


-7 {ray r — v^^SjS 


++ ++ - ++ ++ 




++ ++ ± ++ ++ 




++ ++ - ++ ++ 



5.0% 2-o-:ti^ ^7''>A'T:^=ijv}£>mmmm 




1 


2 


3 






+ 


















•4-.+ 




± 


+ 


+ + 






+ 





[0 0 7 1] m.4'~6lC^Lrzm^i:<3m^iJ'^^o 

■^gft?{±. en^'tl5fi»J4'4C?!lT% 5.0%2-0-:t 
W'V^ ^SSt^ (Outer Nuclear Layer) O^^iSfilCpyknos 



[0 0 7 2] «7*3j;i>*^8tc. mm±m<Dm-^(om^ 

[0073] 
[«7] 



so 



(10) 



6-287139 



17 



18 





«l ^ € ® $ ittU) 








81.5 ±6.5 (5) 


121. 0 ± 15. » (5) 




88. 5 ± 22. 3 (5) 


135. 5 ± 27. 9 (5) 


5. Q%2-0-:^i^^7' 


84. 2 ± 16. 3 (3) 


161.7 ± 3.8 (3)* 



CO 0 7 4] (a) ±MdM^. riBM^oji^j ®s 



i:*lt«-rSo p<0.05, 
CO 0 7 5] 
C^8] 





n m Ji CD $ (;tzM) 








17. 0 ± 5. 1 (5) 


25.5 ± 11.5 (5) 


1. 5%2-0-:t^'^x 


16. 0 ± 7. 2 (5) 


39.0 ± 8.8 (5) 


5. 0%2-0-^^^^'x 


19.2 ± 11.3 (3) 


48.3 ± 1.4 (3) 



CO 0 7 6] (ii) ±Xim.^. rn^seoff^j <D^ 
CO 0 7 7] mi lC7nLrcf^^i:^m^i}^tii:vlc. 

mH}5.<omm±m<om^<DmMic^^^x^ s . o % 2 - 
mmicit^Tmniiicm<. 'Sterna tcmLrcmm^'ym 



e.*>*<j;'5tc. ii.^&so;p*fe?L^{^)fiT% 2-0- 

CO 0 7 8] 

ca9] 





(nM/IS) 




0. 43 ± 0. 19 (5) 


1. 5962 -O-;^^^:?^ 


0.51 ± 0.20 (5) 


5. 0%2-O-^^';$'x 


0. 69 ± 0. 14 (3) 



CO 0 7 9] cm ±s«4'. rn vzf'»j ©aws 

COOBO] ^9{c^bfciemJ:t)B8SA^iB:J;'5»c. Si so 



COO8I] (B-2) ERGaiJ^»C«tS?Pffi 



(11) 



i^gg¥6-2 8 7 1 3 9 
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mi (4 9 0~5 8 0nni) -^Mft*' 6 0 0 ~ 7 0 0 1 

u xK:!S:sj:-5tc^bT, z omisi<oammM^ 3 B 
fsmimo E R G {±. SB oyyemmt^Tm z mmmmt:^ 

t am<ommc-oi^rmmLrco mmmB^*)5. o% 
kUT5.o%7'^ifT=rA}sffi mm) yemiB 

til B2® (2OOmg/kg/0) , ^<DflfiOBf4l io 
B llHl (1 OOmg/kg/B) igPS^bfco 
[0 0 8 2] O^m 3BK7tMlt««7>y hERGSI 
«<DiSS«04 (biSfiig) tc^-To ^<DmSk. IBS 

<0 E R G CDSI^T-ti. a 'r&mm(Ommt a iSSi|B©{ST 

U «fftK:biffi<DSi|B<DiST*^Si66nfc*^ 5.0% 
2 - O ^ f^'>;l/TXn;be vg!SSfSS#Sf-e{± 
C©bi6c0liiliOMT^ffl]S'J-rsMlqlA^^i!!)P.n/c: (El 
4#M) o 3 BP^coaSBtBgM*. E R GO^ffl^ttiatr 
ttfc^^ UftA^ im^±ib^ t a 7 B e fc » 

[0 0 8 3] (B-2) E RGSy^tCtSffFfiffi 
Wfe-2) 1 2^fflBtjiIHf£:S-1i:fc7«v h*. WJ*- 
1) i:l^^co^f^T'2 O^P^S^MML. Z^KBglH 
^S-ar/i^E RGOS!l^^?Tofc:o 5.0%2-O-;i- 
i^^f xi^/UTXnyHf >'^®}iffi*fctt 5 . 0 If 

T'zfA^jK (jtss) ^mMi amt^^ ibis ( i 

OOmg/kg/B) JSPtS-^U 3t,^ttSO*lB2 

nj (2oomg/kg/a) <ofi:#^fforco 

[0 0 8 4] GKS) 2 0^ra?tM*f^O^>y hERG » 
[008 5] (#^) JiU:iO^^<fcO, 2-0-*^^ 

■^mM^%. fe.fcl/T^'l'— »f -y i^X(T ay-Sack 
s) m^y:ir — ^h-iy:jL\f—/V^^-V- (Vog t- 
Spielmeyer) m^lI<D^'5^im^-^^E(0^ 

m$£. &e>D*tc. ^immm^. mmmmmm&. mm 
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2-0-yiri/it7'>'jV77.=i)V\^>i^<OSM.m^EmM^ 
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s) ■^■^7*— i'h— >ie-;l/V-i'-V— (Vo g t- 
S p i e 1 m e y e r ) 3^*if(D$t5?«gHS^^Hc7). 
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8IJ-& (%) ^^t<, 01*^50 541, ft^l^a 

(I) {±2-0-:i-^^'7*->;PTX3;Hf>'K«3ici«-r 

So 

[02] Ksieai (B-2) fcfe»t«, a-f^i-^ffi? 

{*aA^05 <y h E R G<D biSJi^^r^^-Ti'v^T-aB 

SiJ^ (%) ^^sTo 
[03] tSKflajl (B-2) tcfettS, a-l'^ti'ffi? 

-y h E R G<D bigfi«^5^-r^^77T'fe 

(%) /SS^-To 

[04] M^eiJ2 (B-2) C^ai) tC*3{tS. 3 
HFmM*f^c05-y HER Goyhmmm^^-tif^yx^ 
feSo Sliif45'eMI*m<0^r^ (B) aJW«bjgJg<i 

(mV) ^a^-To 

[05] iSglCT2 (B-2) asmz) tC:j3ltS. 2. 
0 mfSytmi'i&<0^ >y h E R G £0 a iScM^^^f 7 

-p&So mmnyfmm<o^m (b) s^Muain^is 

^ (msec) ^^t" o 
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